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intervention, or causes an abortion, or
stillbirth, or infertility, or congenital
anomaly, or prolonged or permanent
disability, or disfigurement.

Unexpected adverse drug experience is
an adverse event that is not listed in
the current labeling for the new animal
drug and includes any event that may
be symptomatically and
pathophysiologically related to an
event listed on the labeling, but differs
from the event because of greater se-
verity or specificity. For example,
under this definition hepatic necrosis
would be unexpected if the labeling re-
ferred only to elevated hepatic en-
zymes or hepatitis.

[68 FR 15365, Mar. 31, 2003, as amended at 69
FR 51170, Aug. 18, 2004]

§514.4 Substantial evidence.

(a) Definition of substantial evidence.
Substantial evidence means evidence
consisting of one or more adequate and
well-controlled studies, such as a study
in a target species, study in laboratory
animals, field study, bioequivalence
study, or an in vitro study, on the basis
of which it could fairly and reasonably
be concluded by experts qualified by
scientific training and experience to
evaluate the effectiveness of the new
animal drug involved that the new ani-
mal drug will have the effect it pur-
ports or is represented to have under
the conditions of use prescribed, rec-
ommended, or suggested in the labeling
or proposed labeling thereof. Substan-
tial evidence shall include such ade-
quate and well-controlled studies that
are, as a matter of sound scientific
judgment, necessary to establish that a
new animal drug will have its intended
effect.

(b) Characteristics of substantial evi-
dence—(1) Qualifications of experts. Any
study that is intended to be part of
substantial evidence of the effective-
ness of a new animal drug shall be con-
ducted by experts qualified by sci-
entific training and experience.

(2) Intended uses and conditions of use.
Substantial evidence of effectiveness of
a new animal drug shall demonstrate
that the new animal drug is effective
for each intended use and associated
conditions of use for and under which
approval is sought.
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(i) Dose range labeling. Sponsors
should, to the extent possible, provide
for a dose range because it increases
the utility of the new animal drug by
providing the user flexibility in the se-
lection of a safe and effective dose. In
general, substantial evidence to sup-
port dose range labeling for a new ani-
mal drug intended for use in the diag-
nosis, cure, mitigation, treatment, or
prevention of disease must consist of at
least one adequate and well-controlled
study on the basis of which qualified
experts could fairly and reasonably
conclude that the new animal drug will
be effective for the intended use at the
lowest dose of the dose range suggested
in the proposed labeling for that in-
tended use. Substantial evidence to
support dose range labeling for a new
animal drug intended to affect the
structure or function of the body of an
animal generally must consist of at
least one adequate and well-controlled
study on the basis of which qualified
experts could fairly and reasonably
conclude that the new animal drug will
be effective for the intended use at all
doses within the range suggested in the
proposed labeling for the intended use.

(ii) [Reserved]

(3) Studies—(i) Number. Substantial
evidence of the effectiveness of a new
animal drug for each intended use and
associated conditions of use shall con-
sist of a sufficient number of current
adequate and well-controlled studies of
sufficient quality and persuasiveness to
permit qualified experts:

(A) To determine that the param-
eters selected for measurement and the
measured responses reliably reflect the
effectiveness of the new animal drug;

(B) To determine that the results ob-
tained are likely to be repeatable, and
that valid inferences can be drawn to
the target animal population; and

(C) To conclude that the new animal
drug is effective for the intended use at
the dose or dose range and associated
conditions of use prescribed, rec-
ommended, or suggested in the pro-
posed labeling.

(ii) Types. Adequate and well-con-
trolled studies that are intended to
provide substantial evidence of the ef-
fectiveness of a new animal drug may
include, but are not limited to, pub-
lished studies, foreign studies, studies
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using models, and studies conducted by
or on behalf of the sponsor. Studies
using models shall be validated to es-
tablish an adequate relationship of pa-
rameters measured and effects ob-
served in the model with one or more
significant effects of treatment.

(c) Substantial evidence for combination
new animal drugs—(1) Definitions. The
following definitions of terms apply to
this section:

(i) Combination new animal drug
means a new animal drug that contains
more than one active ingredient or ani-
mal drug that is applied or adminis-
tered simultaneously in a single dosage
form or simultaneously in or on animal
feed or drinking water.

(ii) Dosage form combination new ani-
mal drug means a combination new ani-
mal drug intended for use other than in
animal feed or drinking water.

(iii) Antibacterial with respect to a
particular target animal species means
an active ingredient or animal drug:
That is approved in that species for the
diagnosis, cure, mitigation, treatment,
or prevention of bacterial disease; or
that is approved for use in that species
for any other use that is attributable
to its antibacterial properties. But,
antibacterial does not include
ionophores or arsenicals intended for
use in combination in animal feed or
drinking water.

(iv) Appropriate concurrent use exists
when there is credible evidence that
the conditions for which the combina-
tion new animal drug is intended can
occur simultaneously.

(2) Combination new animal drugs that
contain only active ingredients or animal
drugs that have previously been sepa-
rately approved.

(i) For dosage form combination new
animal drugs, except for those that
contain a nontopical antibacterial,
that contain only active ingredients or
animal drugs that have previously been
separately approved for the particular
uses and conditions of use for which
they are intended in combination, a
sponsor shall demonstrate:

(A) By substantial evidence, as de-
fined in this section, that any active
ingredient or animal drug intended
only for the same use as another active
ingredient or animal drug in the com-
bination makes a contribution to the
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effectiveness of the combination new
animal drug;

(B) That each active ingredient or
animal drug intended for at least one
use that is different from all the other
active ingredients or animal drugs used
in the combination provides appro-
priate concurrent use for the intended
target animal population; and

(C) That the active ingredients or
animal drugs are physically compatible
and do not have disparate dosing regi-
mens if FDA, based on scientific infor-
mation, has reason to believe the ac-
tive ingredients or animal drugs are
physically incompatible or have dis-
parate dosing regimens.

(ii) For combination new animal
drugs intended for use in animal feed
or drinking water that contain only ac-
tive ingredients or animal drugs that
have previously been separately ap-
proved for the particular uses and con-
ditions of use for which they are in-
tended in combination, the sponsor
shall demonstrate:

(A) By substantial evidence, as de-
fined in this section, that any active
ingredient or animal drug intended
only for the same use as another active
ingredient or animal drug in the com-
bination makes a contribution to the
effectiveness of the combination new
animal drug;

(B) For such combination new animal
drugs that contain more than one anti-
bacterial ingredient or animal drug, by
substantial evidence, as defined in this
section, that each antibacterial makes
a contribution to labeled effectiveness;

(C) That each active ingredient or
animal drug intended for at least one
use that is different from all other ac-
tive ingredients or animal drugs used
in the combination provides appro-
priate concurrent use for the intended
target animal population; and

(D) That the active ingredients or
animal drugs intended for use in drink-
ing water are physically compatible if
FDA, based on scientific information,
has reason to believe the active ingre-
dients or animal drugs are physically
incompatible.

(3) Other combination new animal
drugs. For all other combination new
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animal drugs, the sponsor shall dem-
onstrate by substantial evidence, as de-
fined in this section, that the combina-
tion new animal drug will have the ef-
fect it purports or is represented to
have under the conditions of use pre-
scribed, recommended, or suggested in
the proposed labeling and that each ac-
tive ingredient or animal drug contrib-
utes to the effectiveness of the com-
bination new animal drug.

[64 FR 40756, July 28, 1999]

§514.5 Presubmission conferences.

(a) General principle underlying the
conduct of a presubmission conference.
The general principle underlying the
conduct of any presubmission con-
ference is that there should be candid,
full, and open communication.

(b) Requesting a presubmission con-
ference. A potential applicant is enti-
tled to one or more conferences prior
to the submission of an NADA, supple-
mental NADA, or an ANADA to reach
an agreement establishing part or all
of a submission or investigational re-
quirement. A potential applicant’s re-
quest for a presubmission conference
must be submitted to FDA in a signed
letter. The letter must include a pro-
posed agenda that clearly outlines the
scope, purpose, and objectives of the
presubmission conference and must list
the names and positions of the rep-
resentatives who are expected to at-
tend the presubmission conference on
behalf of the applicant.

(c) Timing. A potential applicant may
request one or more presubmission con-
ferences at any time prior to the filing
of a NADA, supplemental NADA, or an
ANADA. A request for a presubmission
conference must be received by FDA at
least 30 calendar days in advance of the
requested conference date. FDA will
schedule the presubmission conference
at a time agreeable to both FDA and
the potential applicant.

(d) Advance information. The potential
applicant must provide to FDA, at
least 30 calendar days before a sched-
uled presubmission conference, a de-
tailed agenda, a copy of any materials
to be presented at the conference, a list
of proposed indications and, if avail-
able, a copy of the proposed labeling
for the product under consideration,
and copies of materials evaluated or
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referenced relative to issues listed in
the agenda for the conference. If the
materials are not provided or are not
sufficient to provide the basis for
meaningful discussion, FDA may elect
to postpone part or all of the meeting
until sufficient materials are provided
to FDA.

(e) Conduct of a presubmission con-
ference. The potential applicant and
FDA may each bring consultants to the
presubmission conference. The pre-
submission conference(s) will be di-
rected primarily at establishing agree-
ment between FDA and the potential
applicant regarding a submission or in-
vestigational requirement. The submis-
sion or investigational requirement
may include, among other things, the
number, types, and general design of
studies that are necessary to dem-
onstrate the safety and effectiveness of
a new animal drug for the intended
uses and conditions of use prescribed,
recommended, or suggested in the pro-
posed labeling for the new animal drug.

(f) Documentation of a presubmission
conference—(1) Memorandum of con-
ference—(i) Preparation. FDA will pre-
pare a memorandum for each pre-
submission conference that will in-
clude, among other things, any back-
ground pertinent to the request for
meeting; a summary of the key points
of discussion; agreements; and action
items and assignments of responsi-
bility. That portion of the memo-
randum of conference that documents
any agreements reached regarding all
or part of a submission or investiga-
tional requirement will be included
under the heading ‘““Presubmission Con-
ference Agreement.” If the pre-
submission conference agreement sec-
tion of the memorandum is silent on an
issue, including one that was discussed
in the conference or addressed by mate-
rials provided for the conference, such
silence does not constitute agreement
between FDA and the potential appli-
cant on the issue.

(i) Sending a copy to the potential ap-
plicant. FDA will send a copy of the
memorandum to the potential appli-
cant for review no later than 45 cal-
endar days after the date of the con-
ference

(iii) Requests for changes or clarifica-
tion. If a potential applicant requests



